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^^^^X\-3-^±-^/>}}r.'^^ -^S.^^ :^12:1J-^ {Novel process for preparing 

5-hydroxy-3-oxo-hexanoic acid derivatives} 

i> -g: Ji^im^ <i>S.s«>iBl-m^ -^^ (statin) 

n'^^ ^^^^ -B-S-^ f-^^^ ^71 ^^4;] ISl ^fe 5-«lS.^^l-3- 

2> [5]-^^ 1] 

3> M II 

5> ^ai. C1-C4 "y:^ C2-C4 1:^21-^^* 
>X^ Br. CI, I M-TEl-^^. 

^fls (-78 ID) ^H^-l c1olitH.^^c,>TiljE. (LDA) n^M^ 

T^-gel-J^^lS. (LHMDS)^ t-^m«^V4^1<=>lH* ^-^-^^ ^'H^ S^l- ol^cdolH^f #51-0];^ 
(Claisen) ^-§-i: f-*H ^''^^V^ '^^^] U- S. Patent No. 
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5278313). ^e^l^ (Grignard) ^1^^ ^7}:^]S. -^^^ €-§-^ 5 X:<^^^ 

^^^^6^ ^^3E. ^3^;^ 5511=1- (^S: European Patent No. 1104750). 

^ '^VMsl- 71^51 1^1^^ wl^Il ^^"^m. 
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o 



.4> [^^^ 21 
OP 



•5> l^^^ 3] 

YCH2C02R 

16> [^^^ 1] 

L7> OH O O 

L8> ^7] ^Ir^ll^i 

20> Br SE.fe I * M-Bl-vfi^ . 

22> Ri ^ r2^ Ci-Cg C2-C 6 <a^. Sfe C6-C12 ^^^-i: 

24> [^«|-^ lal 

OH OH Q 



OR 



14-6 



'30002991 2003/10/16 

J6> [^-§-^ 1] 

/ZnY 

HA 



/ZnY 
OH HN O 



YCH2CO2R 

(3) (4) 



OR 



H,0 



(1) 



(Enamine) ^12:*>31, ^^o^ 7>^ ^^^V^^ ^V^ ^^l"^ 1^ ^ 

28>^t}-^ 2^ Pfe ^ ^^^^ ^H.^A]7l^ :a^7m SiRRiR27l. ^^H^S.^ HB^^i^^ 

t cms). HHl^^m-^m ms). ^-^€l=^^^^^ (tbdms), (tbdps). <=fl^^l 

ofl^ (Ethoxy-ethyl) ^ b11H51-*1SS.3E|b^^ (THP) ^-fl^i a^^^ if^^ A>-§-m ^ . ^ 

30 Sr^^ 3^ «y:5^^^<:11i!iBll2 ^-^^^ 0.5 ^fl^l 2 Al:?>e»ll ^7^]-^. ^7>Am-i: 1 ifl^l 
1.5 a1:lV^S- *Vfe ^-f <H1 ^S. ^ 7>^ ^V^^e^S^. 3^ ^^1-^ 2 

Oil ^^^^ 7l^o g ^1-^ 3.0 ^''V-S-^l-fe ^'^'l «>^^«>i=1-. -^^l. R 
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3i> oV^^^^ SJ-^^ 2Si 7l§o.s ^^1 3.0 <g=* A>^*>^ ^ol 

ti>^2^*m. oV<a^^^ -§-^M ^711 5l^*>^ 20 ^fl^l 120 i^-^om 

«i><S-S-^^ 'S-'^^^^ ^T^B^^^ '^'V^ cl^B (Zinc dust) <^V^ (Zinc powder 

iz> ^7iA> n R3C02H. R3S03H. R3(X)2TMS, RSSOsTMS ^ (R3S02)2NH ^ ^V-S-^fe 

^o] o>^^^ %^^^<^ «>^^*>3L. r3^ C1-C6 C2-C6 -iri^ 'y:^. 

Ci-Ce 5.^ C2-C6 -i:^^ Ce-Cia 13-*^=^ S 

^ ^S-:^^.^ C6-C12 ^cJ-*^^^ M-^^^. 2^ 7l§o.s. 0.001 

tf ^^^S. (pH)» 3 vfl^l 4^ -a-^l^Vfe ^ ^"^l^i «V^^*V^- ^ 

^^oB^ 0 5 ^£<^lAi :^7>§>ul. 7}^^n ^-§-^ ^S'^'^'i ^^«Vfe- ^^1 



i5> oi^v. ^ ^V7l €^HH ^^^^ ^^^^s. -i^-^^. 
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T30002991 w-1 s 

7> OH 0 0 

■.8> o>^-^ (Zn dust) 690 mg. ^IH^^V^I^^^^ 4.0 mL^ ^€#^^> 10 mg* 7l <:fl ^ 

i 5l«J*>^i=l-. €^ c.l^<^:^m (5)-4-#SS-3-HslT^m^2l-^-%^l^^^^^ 

€ 1.00 ^7>^aL. f-^m«S.£<^>4^<=>lH 2.04 g^ 1 ^RH ^7>^ 

30 SL^tt ^ 0 X:S. ^A^SL, ^^^^S. 47> € t^^'H 3 N ^^>^ ^^tb 

Bl6fl: 6jl^o>Afl^lolH/i^l:^'ib 1/3, v/v)S. ^sl^>c^ 87% (1.07 g)^ ^^S. 

iH NMR (400MHz, CDCI3) 5 
w> (Enol Form) (7%): 12.40 (bs, IH). 5.01 (s, IH), 4.19 (m, IH). 3.61 (m. 2H), 

2.88 (m. 2H), 2.54 (m. IH). 2.49 (bs, IH), 2.47 (m. IH). 1.49 (s. 9H). 
n> %^ (Keto Form) (93%): 4.32 (m. IH), 3.62 (m. 2H). 3.42 (s. 2H). 3.00 (bd. IH). 

2.88 (m, 2H), 1.48 (s. 9H). 
i2>Mass (ESI. m/z): 497 (2M+Na+2). 495 (2M+Na). 261 (M+Na+2), 259 (M+Na). 
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-BV^ (Statin) ^-^<^ ^^^^ -1^^- 1^ ^^^-^ ^^^^"^ 



14-10 



^^ '^T^: 2003/lO/liB 



[ ^tj-^ 2] 




[ 3] 
YCH2CO2R 

[ 1] 

OH 0 O 

^ai. C1-C4 C2-C4 ^^^^ 

Yfe Br I » M-^^^. 
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Ii3ll!l30002991 = > 

*1S.^^171^ :e.s:7l^ SiRRiR2* i^t^-tfltJ^, 
Rl ^ R2- Ci-Ce ^^^i. C2-C 6 -t^. C6-C12 ^^^-i: ^n^^- 

^AH]^ ^ nB.^^^s.^^'i. ^"^^^ 

l^^^ 31 
l^^*^ 41 

A 1 *^<^ ■S-'fl7> ^^^^H^^^€. W ^ ^^1^^ ^^^^ 1^ 

51 

[^^^ 61 

1 ^^^] 9X<^^^, 3^ .^^-^S.^^^^^ ^^^^^^ R<=>1 Ci-C4--J:^^J 

71 
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I^^*^ 81 

101 

9 <=>>^^^^ >a-«a2^o.^ ^Tjflsl^ oVo^ (Zinc dust) <^>^ 

(Zinc powder) 91 ^tJ"^ . 
[^^•sj- 111 

1 ^J-^ ^<H^i, -B-7l>i!: ^-Br -frH^S.^ R3C02H. RSSOsH. m^S, RSSOsTMS ^ 
(R3S02)2NH [<^7lAi. R3^ Ci-Ce C2-Ce Iri^ "S^a. 

Ci-Ce '^i^^. C2-C6 ^S.^ "Sr^a. C6-C12 ^-^^ ^ ^1^^ 

C6-C12 nJ-^^* ol^ol^ ^6(|A-1 ^^s|fe ig-^. 

121 

;^ 11 *J-<=fl $X<=>]^^. :i 2^ 7]^ 0.5. «>«:>^ 0.001 

0.1 1:1311^^3. AV-g-^V^ 
131 
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[^n^^ 151 

^1 14 %<H1 ^^^i. -iV^^-i-^^ 0 5 -c ^7l-^>«^ 7>^^tfl ^-g-i: ^«g«>^ ^g- 
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